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(S;2) tg-rpm&L = TTT 
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(S;3) is^ff ^t!&®Jiinwm%) = 
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(x 10^ cells/BALF) 
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0.04 ± 0.01 




LPS 
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1.31 ± 0.19 




.'fb^ (I) 


0.1 
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0.72 ± 0.22 
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mmik-^mtitm ut l p s m-^m-v\t. b a l f ^(DH^f^mmiti^mmi^^mm v 

feo ^b-^ (I) LPS^#l¥JlJt«StLTijfit':^igC©iiJPJ±/jN^ 

<^ ^h-^m (I) ®^S#fc<fct)LPSlc:J:§i^cfi^^®iiilD5?)S«iM^nfeo T:^*) 

SM^^^H^ ( T N F - a ) ^3i^H^"e^^ D 7 7— S^lJl^M 

(MI P - 2) ^i:*^Dfi^a:&h'*5||^^nTV^^ [T-^i i^^— • :t 

• 7^ e^i^TDi^— (Am. J. Physiol. )s 199 9^s 2 7 6^^ 

p. L7 3 6]o :in^(Dmm±^ coPDM#T-Be)nsjSJKi:i^^cD5e>K-e^^ 

[ M/>>C • -r > • :7T;i/^r3Di^:i7;i/ • -y-^f a:>i/:^ (Trends in 
Pharmacol. Sci. )s 1998^. 19 p. 415]o t^^oTs 

LPS m^mwm'ey'Mt c o p d com^=^^}\^ t x^xm^-^^^ tm^^tix 

S o 

C0PDll#®BALF4>l^^4'l^{*s ^<(Diif^mtfim.l^^tls ^fpl^tcltm, 
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• l/:^fc:^ h • T> K • ^ U^^^f • • (Am. J. 

Respir. Crit. Care Med. ) . 1996 153 

p. 5 3 0 ; Tp< U;b> • i^^—±J]y • ^ h U— • T> h' • ^ U^^-f ^ 

)\/ • • i/> (Am. J. Respir. Crit. Care 

Med. ) s 1 9 9 1 5 8m. p. 1 2 7 7] o i9^*^i?)SMm-rS^^ 

U— • S^i'— (Eur. Respir. J. ). 198 5^s 1 3 

p. 1 1 5 5] o :Ln^<D:iht^^. m-f^m(Dm^(Dmm^ifvMir^^tiz^y). m 

X(Lab. Anim. 199 2#. 2 p. 2 9 ; • i^V— :^ 

;i/ • • l/;^t!^ h U— • Hz;!/ ■ T> K • • ^-^-f :^Di?— (Am. 

J. Respir. Cell Mol. Biol.)s 199 7^s 1 6m. 
p. 2 6 7; -r >:7^7<— S^3> (I nf 1 ammat i on) ^ 1 9 9 9^s 
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^ 2 5 %^tf^SI:fe:^7jc^rt (iS#^^) M^bts 0. 6mg/mL© 

■ ^m-cmmL «h^m (i) ^^mi^^^sx mm^m^^tzo 
6'-7Mi^®M(4CD^y b (B*^-\'~;i':^ • u^-^-s 13. ^-^mm 
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(x 10^ ceHs/BAUF) 
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12 


0.56 ± 0.23 




(I) 


0.3 
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0.34 ± 0.13 


81% 



(Am. J. Respir. Crit. Care Med. )s 2001 
16 3#s p. 1 2 5 6]s ^$^>'tIl6D^g|^c:^W^ttt:V^^LP S*Ss COPD^j^ 
{Cl5#bTV^^e!:i:*)S^l^^tlTV^^ C^:«^v^ h (Chest) s 1999 

115 p. 829]o ^^^^^mmmm^i^y)nM^(Dm^wmM-^Wsmr^ 

lUX^"^ h U— • Ui^-— 5=- (Respir. Re s.)s 2 0 0 l^s ^2#s 
p. E 0 0 3]s [^3:;^ h (Chest )s 2002^s^l21^s 
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coPD^ mmm. 'm&mm-^^i^ ardss ALi:&^®^^5[^*5j;tjf/^fe{±-g^B5 

^Mmm-. p-t y^u^%/^mmm:^:^y')\^mtii}f:(ommm^>^^m\'-^xm^x^ 
•:^\'^mmmcr>m'^mti^i^rj::i,ui^tj^^^m^^x^mm(Dmm^mmT^^tt^ 

USA^Jtt. rSttSg^^«&5l5Sfe{«t^^3bT^n2^Al'*il^Jtfe{ia#:4'l-iB'^b^ 
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1 Ix 7D>-12x 7P>-21s yu>-22. 7D>-113x 
1 1 4s 7n>- 1 2 3s 7P>- 1 4 2 Cs 7D>- 1 3 4 as 7D>-2 2 7x 
7P>-C3 18s 1, 1, 1, 2-y^y^yjly:^rn:ii'$rytji^(oyxn>^-ff7.^ 
HFA-227sHFA-134 a:&ifCDf^^#:7 n >:«r7:^ 7°D7l>s -f VlT^^' >s 

fF^baS*)©■??^n{^V^-rtlT•^) J;<s #:#^Js U-^Oh^Js >3>^J^ 
if©»jgf|J^:bT^^^43f^®^®^fflV^^ci:*S'r#^ ^J^{iT;i/^>^:M- 
A;-fe*^^>s p— ^j^^^J'— h^:3!jr> h5b*As p( ^;i/-fe;VD— ::^s tKD:3pe^ 

v^-^^ms ^'y*/-fe^^fts m^^ ^y; >^j:if®«ii ; e-fey-feu^s ^ 
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LtcmMM. mmm. mmk ^-^m. ^mmmk -^mm. mmm^j^i^ti'^M^ 
ifi. mm. ma1s^■¥(Dm^■. ^X-'X^\)o. oimg~ig. «^^b<(*o. 5~ 

1 0 Omg*— B— ^Il^V^bmli]^S:^■rSo USAcD^-^x ^A— l//g~ 
10 0 Omgx ^?*b<f±0. 01~10 Omgs J;t3»Sb<i*0. 0 5~ 

2 Omg^— B— IIl:feV^b^(l]^S#■r-So ^Ml^*S#^afCD#i^P*S#®:®^. 

— A^*) 1 //g~ 1 0 Omgs ^*b<{±0. 0 1~1 0mg:&— B— Ii|5feV^b^Il] 

mrnmi -.mm 

2 8 6. 8 g^J:.XJ^mnmmm6 0 g:^m-^\^s eitUct KP^i^rDt!;i/-fe;i/ 
1. 2 g<^iJP;iT$g'^U m8mm(D^^%>-orznmm (^TKttKRT- 1 5M) 
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m:^ -fb^tl (I) 2 0 mg 

mM 14 3.4 mg 

m^mmm so mg 

t h'P^i/:rD tVV-fe;i/D— 6 mg 

X^TV >m-^^^t^^J^ 0. 6 mg 

2 0 0 mg 

at^^^-frs mmmviy^i^ 1 2 gj3j;m±i^ffl^u-fe u >2 5 g^m^^o 

c:cDm^ti^&m^fc:J;l?^Mffl^©zKT'l 0 0 0ml ^bT^^-IL-fb-T^o ^te> 
ntc^mM^ 0 . 2 /zmcDT^-f if >:r^ >7 ^ ;i/^5'— 

MjI^s ;^^^;^7^MT;^l3 2ml•r•c•^Me^^c:3SJ«b-c^ as?r^J ( iv'W 

m:^ it^<^ (I) 

mimmm:i(. 1.72 mi 

2.00 ml 

h (A-O JETs -te^Sy>:(fe||) <&ffll>-rs -fb-^tl (I) lOg 
^^MEESkg/cm^-c 1 . 5 g/i&P^®^D7i;^T-»U;^c (im^^m.^m v 
5. 7 Am) o t#e>*Lfc>fb-^ (I) (DBm^'^trnM (Pharmatose 
3 2 5M:illt^^N DMVItM) il^KMibl : ST'^^U h'-^-f >'1'>^5^>-M^J 

-fb^tJ (I) 1 6. 7 mg 

MM 83. 3 mg 

10 0 mg 
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2 0 0 mg 

2 4 mg 

5 0 mff 



wo 2004/087148 



PCT/JP2004/004611 



mm h<Dmm^^m^ 
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-4-^ h^iy-:^y^r3 [1, 3 -^>^/s^:3r-aE^v— 2 , i' ->>^d^> 

M-r^M^Bs -0?"j^{^copD^ mmm. m'&%m^0i. ards^ ALiJfeif®^^ 
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2. t^f^m^^^&^^-r^Bmmi^mmmm^mmim (copd) . wmM:fej:t>* 

3 . i^rp^^0im:^m-r^mi^mifiM^^m.mmmmm card s) ^rcii±^\^m 

4. ^(I) 



xm.^M7- [2- (3, 5-i^^titi-4-\^VS^J]y) - 1 -;t=3pV^5^;i/3 - 
4-;>^ [.1, 3-^>V^^^3^:^V— ;i/-2, 1' -i^^D^>i$^>] 
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5 . M^mi&Mm^MT^mmmti^ c o p ji$MJii*5 j:t>'istt^^^i^$*^ e> ^ ^ 
(I) 




(I) 

T-^^ti^7- [2- (3, 5 -i^^nD-4-t^Ui^;i/) - 1 -:^=^V - 
A-:^Y^i/-y^\^X2 [1, 3 -'^>\/i^:^=3pv— 2 , 1' -S/^7p^>^>] 

m-^y)m.ufi^mmrG%^m^(Dmmmimmm(oi - [2 - (3, 

iaife®7- [2- (3, 5-s^^'oD-4-t:ui^;^) - i-:^^V3i5^;i/] -4- 
h^$^-::^ifD [1, 3-^>^/i^2^:^^y— ;i/-2, i' -s^^J7d^>^>] sfc 
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